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***** Kaletra (ABT-378/r) Approved

by John S. James

On September 15 the FDA approved Kaletra(TM) (formerly 
called ABT-378/r), a protease inhibitor, for use in 
combination with other antiretroviral agents for treatment 
of HIV infection. Kaletra was already in use by several 
thousand patients, through a pre-approval expanded access 
program for persons who could not otherwise put together a 
satisfactory antiretroviral combination; Abbott 
Laboratories will continue to supply the drug through this 
program for up to two months as patients obtain coverage 
(for information about the expanded access program which is 
now being phased out, call 1-888-711-7193). Kaletra is 
already in a few pharmacies as we go to press, and should 
be widely available in about a week.

The U.S. price is $6,500 annually "wholesale acquisition 
cost" (Kaletra has not yet been approved in any other 
country). For patients who have no other way of affording 
the drug, there will be a patient assistance program 
similar the Abbott's program for Norvir; for information, 
patients can call 1-800-222-6885 Monday through Friday 8:00 
a.m. to 4:30 p.m. Central time.

It is not known if most physicians will use this drug for 
first-line treatment, or keep it in reserve for cases of 
failure of other antiretrovirals (which is how it was used 
in the expanded access program). It is not known which 
strategy would be best overall. But in either case, many 
more physicians will now use the drug; and many of them 
will be less experienced in HIV treatment, and less 
knowledgeable about this drug, than the doctors in the 
early-access program.

If you are prescribed Kaletra, be sure that you receive a 
patient information sheet from Abbott Laboratories 
(probably titled Kaletra Patient Information--do not 
confuse this with general drug information sheets or 
printouts which some pharmacies may give you). The patient 
information material includes:

* A long list of medicines that must not be used 
concurrently, "because they can cause serious problems or 
death if taken with Kaletra."

* Other medicines and non-prescription products should not 
be taken with Kaletra because the interaction can make 
Kaletra (or the other medicine) less effective. This 
includes St. John's wort herbal products, sometimes used as 
a non-prescription antidepressant, which may lower Kaletra 
levels in the body and therefore might lead to HIV 
resistance to this and other antiretrovirals.

* Other medicines require or may require dosage adjustment 
if taken concurrently. (This includes Viagra, some 
antiretrovirals, some antibiotics, and some other drugs.)

* While Kaletra is well tolerated by most patients, there 
are cases of serious side effects that can be life 
threatening. For example, Abbott Laboratories recently 
warned physicians that some people in the expanded access 
program have developed pancreatitis (which might or might 
not have been caused by Kaletra). There can also be liver 
toxicities, especially in patients who already have liver 
disease. Blood tests can give early warning of these 
problems. The Kaletra Patient Information sheet lists these 
and other potential side effects.

If you cannot get the Kaletra Patient Information sheet 
from your pharmacy, it is on the Web, as the last four 
pages of the physicians' information at 
http://www.kaletra.com.

The main importance of Kaletra is that it can be effective 
even against some viruses which have become resistant to 
other approved protease inhibitors--and resistance to 
Kaletra may be slower to develop than resistance to the 
other protease inhibitors, because Kaletra has an unusually 
wide therapeutic window between the high levels achievable 
in blood, and the substantially lower levels which can 
suppress most HIV. However, resistance to Kaletra can 
develop, at least in patients already resistant to other 
protease inhibitors; and it is important not to lose this 
valuable drug by using it thoughtlessly or improperly. As 
with any antiretroviral, doctors need to prescribe Kaletra 
as part of appropriate combinations that are likely to keep 
HIV well suppressed, to minimize ongoing viral reproduction 
and the risk of resistance development. And patients need 
to use the drugs as directed, to avoid having blood levels 
too low to fully suppress the virus.

Notes:

* Kaletra is a combination of two drugs: lopinavir, the 
main antiretroviral, combined with a low dose of ritonavir 
(Norvir(R)), another protease inhibitor made by Abbott. The 
ritonavir is used mainly to block the body's ability to 
destroy lopinavir; without ritonavir, the lopinavir would 
be metabolized too fast to be useful as an antiretroviral. 
The drugs are supplied in the proper ratio, so they are 
automatically administered together.

* The usual adult dose is 400/100 (400 mg of lopinavir 
combined with 100 mg of ritonavir--three capsules of 
Kaletra) taken twice daily with food (four capsules instead 
of three may be prescribed for certain patients). The 
capsules (or liquid form which is available as an 
alternative) should usually be refrigerated, but if 
necessary patients can keep them at room temperature for up 
to two months. Pediatric dosing has been approved for 
children from 6 months to 12 years of age.

For more information, see the drug "label" (the prescribing 
information for physicians), which is available at 
http://www.kaletra.com (or at http://www.abbott.com). 
Physicians should note that the "Microbiology" section of 
this label has clinical information about both phenotypic 
and genotypic HIV resistance testing.


***** New Finding on Immune Response to HIV Tat May 
Contribute to Vaccine, Treatment

by John S. James

Researchers have learned important details of how the 
immune system first controls HIV, and how the virus evades 
it, through a study in monkeys published this week in 
NATURE.(1,2)

For some time it has been widely believed that a kind of T 
cell called cytotoxic T lymphocyte (CTL) is particularly 
important in controlling HIV. The new study investigated 
how this works by infecting monkeys with a precisely known 
strain of SIV, a virus which causes an infection in monkeys 
comparable in many ways to AIDS in humans. Because the 
infecting virus was well known, changes in the virus during 
infection could be observed.

The researchers found that most of the SIV-specific CTLs, 
which the monkeys produced in response to the infection, 
recognized peptides (short sequences of amino acids) from 
either the Tat or Gag "regulatory" proteins of the virus. 
And after 8 weeks, all of the original virus was gone--
showing the effect of the immune response. But the original 
virus had been replaced by SIV with small changes, usually 
in Tat. So apparently the body is able to control the virus 
through Tat-specific CTLs--but the virus can mutate and 
change its Tat, getting around this immune control.

There are several biological reasons for believing that an 
immune response directed against Tat (or possibly Gag) may 
be particularly effective in controlling HIV. First, these 
proteins are less able to change than other parts of HIV; 
some parts of tat might not be able to change without 
making a virus which could not sustain an infection, and if 
so, a preventive or treatment vaccine could be directed 
against them. Also, Tat is produced early in the life cycle 
of HIV--before the virus has had time to suppress immune 
responses through other mechanisms. And the immune escape 
found in this study may be less of an issue with a 
preventive vaccine, since there is much less viral 
variation and less chance to produce new mutations. And in 
any case, the new vaccine ideas suggested by this study are 
readily testable.

Other research groups have already been working on a Tat-
based vaccine.

Anthony Fauci, M.D., director of the U.S. National 
Institute of Allergy and Infectious Diseases (NIAID), which 
funded the research, said, "These animal studies open the 
window on immune events in early HIV infection and provide 
a rationale for exploring a new approach to designing HIV 
vaccines. The results suggest that using vaccines that 
stimulate immune responses against virus proteins produced 
within a few hours after infection, such as Tat, may help 
to control HIV."

A separate in-depth explanation of the results and their 
significance was published in the same issue of the 
journal.(2)
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***** Immune-Based Therapies: FDA Meeting October 16

Many scientists, physicians, and other experts believe that 
immune-based therapies will be the next great area of 
advance in HIV/AIDS treatment--with huge implications for 
HIV vaccines, as well as new treatments or vaccines for 
cancer and many other diseases. But progress has been held 
back by lack of a clear development path for treatments in 
this area. Because of the lack of widely accepted 
"surrogate markers" for quickly indicating if a treatment 
may be helping a patient, the FDA cannot tell 
pharmaceutical companies what it will require for approval, 
and therefore industry has not invested heavily in this 
research area. (The ultimate test--whether a new treatment 
helps people with HIV live longer--would be very difficult 
to do today because of the reduced risk of death due to 
antiretroviral treatment, the resulting need for thousands 
of patients in a trial lasting years, the ethical issues of 
running a trial for years until it gets enough deaths to 
prove a statistical difference, the need for ever-changing 
combination treatments, and the likelihood--probably near 
certainty--that the treatment combinations being tested 
would be obsolete before the trial was finished, meaning 
that the new drug would be used only in ways not tested in 
the trial.)

On October 16 the FDA is holding a one-day meeting near 
Washington D.C., at which its Antiviral Drugs Advisory 
Committee will hear from experts and discuss how the FDA 
should proceed in this area. Experts in HIV and immunity 
will address the panel. The entire meeting is open to the 
public, and one hour of it is scheduled for public comment.

Here is a September 13 notice from the FDA with details of 
this meeting:

"The Food and Drug Administration will be holding a meeting 
of its Antiviral Drugs Advisory Committee on October 16, 
2000 to discuss questions related to the development of 
Immune Based Therapies (IBT) for the treatment of HIV. The 
agency is seeking advice about what guidance to provide 
sponsors developing immunomodulatory products for this 
disease. Discussion will include the use and development of 
surrogate markers in early product development. The meeting 
will include presentations that will review current 
knowledge in the area of IBT, and examine important issues 
related to the development and clinical study of IBT. 

"The meeting is scheduled from 8:30 a.m. to 5 p.m. at the 
Marriott Washingtonian Center, 9751 Washingtonian Blvd., 
Gaithersburg, MD. For directions to the site, or if you 
will need accommodations, please contact the Marriott 
directly at 301-590-0044.

"The meeting is open to the public, and interested persons 
or groups are invited to attend, or to submit input in 
writing.

"Interested persons may present data, information, or 
views, orally or in writing on issues pending before the 
committee. Written submissions may be made to the contact 
person (see below) by October 2, 2000. Oral presentations 
from the public will be scheduled between approximately 1 
p.m. to 2 p.m. Time allotted for each presentation may be 
limited, depending on the number of requests received.

"Those desiring to make an oral presentation should notify 
the contact person before October 2, 2000, and submit a 
brief statement of the general nature of the evidence or 
arguments they wish to present, the name and address of the 
proposed speaker(s), and an indication of the approximate 
time requested to make their presentation.

"Contact Person: Nancy Chamberlin, or Beverly O'Neil, 
Center for Drug Evaluation and Research (HFD-21), Food and 
Drug Administration, 5600 Fishers Lane, (for express 
delivery, 5630 Fishers Lane, Rm. 1093) Rockville, MD 20857, 
or by e-mail: CHAMBERLINN@CDER.FDA.GOV. Contact persons can 
be reached by phone at 301-827-7001.

"Please call the FDA Advisory Committee Information Line, 
1-800-741-8138 (301-443-0572 in the Washington, DC area), 
code 12531, for up-to-date information on this meeting."


***** ICAAC; Lipodystrophy; IDSA: Conference Summaries on 
Web

Until recently it was unusual for patients to find out what 
leading medical specialists and other experts were saying 
about treatment for their conditions. But today experts 
summarize important AIDS-related conferences on the Web, 
often within days of when they happened, so persons 
anywhere can follow leading-edge work and see where it may 
be relevant to them. Many of these summaries are written 
primarily for medical professionals, but they are available 
to anyone; others are written primarily for patients and 
other interested non-professionals.

Several important AIDS-related conferences took place in 
September 2000, and expert summaries are now available for 
at least three of them. Reports are still being written as 
we go to press; the topics listed below are only a 
selection to show the range of information available.

[Note: In this article we are using Web addresses as
subtitles.]

** ICAAC (The 40th Annual Meeting of the Interscience 
Conference on Antimicrobial Agents and Chemotherapy), 
Toronto, Sept. 17-20

http://hiv.medscape.com

Medscape has ICAAC coverage on resistance and replication; 
benefits of antiretroviral therapy vs. risk of cardiac 
disease; switching antiretrovirals; use of immunologic and 
virologic measurements; drug levels and clinical 
implications; treatment interruptions; when to start HAART; 
new antiretrovirals; IL-2; efavirenz interactions; Kaletra; 
immune reconstitution with HAART, and other topics. More 
than 20 CME-accredited articles based in part on the 
conference will be posted later.

Note: This site requires registration the first time you 
use it, but the registration is free.

http://www.thebody.com

The Body includes ICAAC reports on pharmacoeconomics and 
epidemiology of antibiotic use; drug-drug interactions; 
protease-sparing combinations; new antiretrovirals; 
adherence; primary HIV infection; viral co-infection with 
HIV; resistance testing; lipodystrophy and metabolic 
complications; strategies for switching antiretrovirals; 
changing epidemiology of HIV disease...

http://www.hivandhepatitis.com

HIV and Hepatitis.com includes switching from protease 
inhibitors to efavirenz or nevirapine; experimental 
treatments for hepatitis B; long-term data on 
efavirenz+d4T+3TC in treatment-naive patients... More 
reports are being written.

http://www.asmusa.org/mtgsrc/40icaac.htm

The official site for this ICAAC conference has searchable 
abstracts online. Use it to look for any drug, condition, 
author, etc. of interest. Note that all the abstracts 
except the late breakers were written months before the 
meeting.

** 2nd International Workshop on Adverse Drug Reactions and 
Lipodystrophy, Toronto, Sept. 13-15

http://www.hivandhepatitis.com

HIV and Hepatitis.com includes articles on low dose human 
growth hormone treatment of body-fat changes; international 
cohort studies on prevalence and risk factors of 
lipodystrophy; the first randomized study of treatment for 
lipodystrophy "in which metformin therapy was shown to 
reduce both insulin resistance and intra-abdominal fat 
accumulation"; animal and human studies on pathogenesis of 
lipodystrophy; body composition measurements; glucose 
metabolism studies; vascular disease; bone disease; 
mitochondrial toxicity...

http://www.thebody.com

The Body includes physiology of lipodystrophy; 
mitochondrial studies; growth hormone treatment; a 
metabolic study of indinavir on healthy HIV-negative 
volunteers...

http://www.natap.org

NATAP (National AIDS Treatment Advocacy Project) includes 
human growth hormone studies and treatment; mitochondrial 
toxicity, including its measurement in sperm...

** IDSA (38th Annual Meeting of the Infectious Diseases 
Society of America), New Orleans, Sept. 7-10

http://www.thebody.com

The Body has a summary of each day by Keith Henry, M.D., 
covering a wide range of topics presented at the 
conference, with a clinical focus on practical information 
for physicians.

http://hiv.medscape.com

Medscape will have summaries of the IDSA conference, but 
they were not online as we went to press.

Additional Summaries

This listing is not complete, as more summaries will be 
added on these and other Web sites.


***** 2001 Retroviruses Conference, Chicago: Deadlines 
Start in October

Deadlines start now for the 8th Conference on Retroviruses 
and Opportunistic Infections, which will be held February 
4-8, 2001 in Chicago. This important scientific conference 
is always held in a location too small to accommodate all 
who want to go and would be allowed to attend; so if you 
want to get in you need to pay close attention to 
arrangements, especially any of the following dates that 
apply to you. 

* Paper abstract submission deadline, October 13, 2000.

* Fellow/graduate student travel grant application 
deadline, October 13.

* Researchers from developing countries travel grant 
application deadline, October 13.

* Electronic abstract submission deadline, October 16 (by 
5:30 p.m. EST). Abstract dispositions will be sent by 
November 13.

* Preferred registration/housing opens for invited speakers 
and authors with accepted abstracts (2 per abstract), 
November 15.

* Registration/housing opens for other researchers and 
clinicians, December 1 [when physicians stand by their fax 
machine to have the best chance of getting in].

* Final registration/housing deadline, December 31 [probably 
not applicable, as registration stops at 3,200 this year, 
and almost always fills before the end of the month].

* Late breaker abstract deadline, January 3, 2001.

More information will be available at
http://www.retroconference.org


***** Brazil AIDS Success: WASHINGTON POST Report

A recent WASHINGTON POST article describes the remarkable 
success of Brazil's AIDS programs, both prevention and 
treatment:

"Infection rates have returned to 1995 levels. Over the 
past five years, the number of AIDS-related deaths has 
plummeted in Rio de Janeiro and Sao Paulo, the regions most 
deeply affected. In Rio de Janeiro, deaths fell by 40 
percent; in Sao Paulo they dropped by 53.6 percent.

"At the heart of Brazil's success is its drug-distribution 
program... Today, government labs churn out five generic 
AIDS medications. Brazil will spend $400 million this year 
to distribute medicines to 81,000 AIDS patients...

"It's a well-organized, well-formulated program that works 
because the government has managed to integrate the whole 
society--especially the NGOs," said Jorge Werthein, the 
Brazil representative for UNAIDS, the joint United Nations 
program on AIDS.

"AIDS patients in Brazil are using brand-name, U.S.-made 
HIV-AIDS drugs as well as locally produced generics. Brazil 
argues that a loophole in the World Trade Organization 
rules gives it permission to manufacture the generic 
medications in a 'national emergency.' Although 
pharmaceutical companies have challenged this approach as a 
possible violation of world trade regulations, a spokesman 
for the leading industry group in the United States lauded 
the Brazilian program."
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***** Critical Path Newsletter: Kiyoshi Kuromiya Memorial, 
Prison Resources

The Summer 2000 edition of the CRITICAL PATH AIDS PROJECT 
newsletter is dedicated to leading activist and Critical 
Path founder Kiyoshi Kuromiya. In addition, this issue has 
a section on prisoners with HIV and resources for their 
health, updates on hepatitis C advocacy, reports from Latin 
America and South Africa on struggles to obtain HIV/AIDS 
medicines, and a comprehensive listing of Philadelphia 
HIV/AIDS services.

The newsletter can be downloaded and printed as a PDF file, at
http://www.critpath.org/cpnl (Note: Because of its length, 
83 pages, the download will take a few minutes if a dial-up 
Internet connection is being used.)

If you cannot get it by computer, you can obtain a free 
copy from the AIDS Library at Philadelphia FIGHT, 1233 
Locust St., Philadelphia PA 19107, 215-985-4448 x140.


***** Treatment and Survival Special Issue: How to Reprint 
for Clients

Our last issue, AIDS TREATMENT NEWS #350, explains the 
evidence that HIV/AIDS treatment has improved survival; we 
published it to help counter organized misinformation 
campaigns which say that antiretroviral treatments are 
poisons which are only harmful, and that people with HIV 
should reject all HIV medications or all medical care. We 
designed this issue for medical clinics and service 
agencies to have on hand to give to patients or clients if 
necessary. How can you get copies?

Often the easiest way is to print an original from our Web 
site, http://www.aidsnews.org, and make copies yourself as 
needed. We have given general permission to make unlimited 
copies for any nonprofit purpose, or for any medical clinic 
or government agency. The file on our site is in PDF 
format, which most Web browsers can either view or 
download.

Also, anyone can obtain a free copy from AIDS TREATMENT 
NEWS, 1-800-TREAT-1-2 or P.O. Box 411256, San Francisco, CA 
94141, or by email, aidsnews@aidsnews.org. These can also 
be photocopied for nonprofit or clinic use, without further 
permission.

If you want to buy printed copies in bulk, they are 
available from AIDS TREATMENT NEWS for $2 each.
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